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(57) Abstract: The present invention is directed, in general, to contrast agents (CA), and methods and systems of using such agents 
a, for producing image contrast based on a magnetization transfer (MT) mechanism. The CA comprises a tetraazacyclododecane ligand 

having pendent arms R, R', R" and R'" that are amides having a general formula: -CR£l?H-CO-NH-CHi,2?-Ri2?. Rjl? includes 
^ organic substituents and R,r2f is not hydrogen. A paramagnetic metal ion (M) is coordinated to the ligand. The method, comprises 

subjecting a CA, in a sample, to a radio frequency pulse, 'Irie CA has pendent arms R, R', R" and R'" comprising organic substituents 
£5 and the ligand farther includes a M and a water molecule. A signal is obtained by applying a radio frequency pulse at a resonance 

frequency of Ihe water molecule. The magnetic resonance system, comprises a magnetic resonance apparatus and the CA, the agent 

containing a ligand having the above described general formula. 
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Present claims 1-36 relate to an extremely large number of possible 
compounds/methods defined as formula as depicted in claim 1 wherein 

a) R are "amides", Rl includes "organic substituents", R2 is "not 
hydrogen" (claims 1, 10, 14, 15, 22, 24); "does not have a proton 
exchangable group" (claim 7); 

b) Rl or R2 contain "alkyl group", "cycloalkyl group", "alkyloxy group", 
"alkyl ether", "polyol", "having 20 carbon atoms or less" (claims 8, 9). 
Support within the meaning of Article 6 PCT and disclosure within the 
meaning of Article 5 PCT is to be found, however, for only a very small 
proportion of the compounds/methods claimed. In the present case, the 
claims so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope is impossible. 
Moreover claims 2-4, 11, 29, 34-36 relate to compositions defined (Inter 
alia) by reference to the following parameters: "exchange limiting 
regime" (claims 2, 11, 34), "lifetime of the exchange site" (claims 4, 
36); "difference in frequency between the MR frequency of the exchanging 
sites and the MR frequency of bulk water" (claims 3, 29, 35). The use of 
these parameters 1n the present context is considered to lead to a lack 
of clarity within the meaning of Article 6 PCT. It is not fully possible 
to compare the parameters the applicant has chosen to employ with what is 
set out in the prior art. The lack of clarity is such as to render a 
meaningful complete search impossible. 

Consequently, the search has been carried out for those parts of the 
claims which appear to be supported and disclosed, namely those parts 
relating to the compounds/methods depicted in the examples in relation to 
their use as magnetic resonance contrast agents. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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